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Purpose: To obtain the subject pharmaceutical 
formulation containing tetrahydrobenz[cd]indole-6- 
carboxamides as an active ingredient, preventing 
emesis of a mammal, effective for treatment of sexual 
dysfunction, hardly causing a side effect, and 
providing a high safety to a user. 
Constitution: The objective a formulation for 
preventing emesis and treating sexual dysfunction is 
obtained by using a compound of the formula (R1 is H, 
a 1-4C alkyl or an aryl; R2 isJH, a 1-4C alkyl or an 
aryl), ejj. (±)-4- dipropylamino-l^^^-tetrahydrobenz 
[cd]indole-6-carboxamide or a pharmaceutical^ 
acceptable acid-addition salt thereof as an active 
ingredient, adding one or more pharmaceutical^ 
acceptable carriers, diluents or vehicles thereto, and 
forming the obtained composition into a medical form 
such as a tablet, a pill, a powder, a troche, a sachet, a 
cachet, an elixir, a suspension, an emulsion, a 
solution, a syrup, an aerosol, an ointment, a gelatin 
capsule, a suppository, an injection, etc. 
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Abstract 



The present invention provides methods of preventing emesis and treating sexual dysfunction in mammals 
utilizing certain tetrahydrobenz[cd]indoles. The invention further provides pharmaceutical formulations 
suitable for use in such methods. 
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1.3.4, 5-rh7tHD^>X [c d] -f >H-;V- 
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;w-6-*;p*+iJ-5 h • Fjux>x**>««. (-)- 

4-75 y- 1 , 3,4, 5-rh7tHD^>X [c d] -f 

7Sy)-l, 3, 4. 5-fh7kl«D^X [cd] -f > 
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>F-;u-6-#;u#*i^ F • *x>&& 0 (±)-4- 
(>?-n-yDtr;i/7^y)-i, 3,4, 5-fh7tHa^ 
>x [cd] ^>H-;p-6-*;i/#**5H • JMb** 

ML (-)-4-(I?/Irn-^DK*75/)-l l 3 i 4 I 
5-rh7tFD^>X [cd] -f>MW6-AM 30 
**3F (+)-4-(^^;U-n-7 f Plf;P 
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f-;v-6-#;i^*ij-s f • 7*;p&ifi. (+)-4-c* 
^;ux^;P7S/)-i, 3,4, 5-fh7tFn^>X 

[cd] -f >P-;if 6-A^#**5 F. <+)-4-0* 
^7"J*7$y)-l f 3,4, 5-fh7kHD^>X 

[cd] >F-;t-6-*;i/#*U-^ F • 
(-)-4-(y-n-^nK*75/)-l. 3, 4, 5-^F? 
tFP^>X [cd] ^>H-;lr6-M#**5H* 
■ Vl/-f>««. (+)-4-(y7U*73/)-l f 3.4.5 

-fh7tFD^>x [cd] >f >f-;v-6-*;v#* 

it a F • (-)-4-73/-l. 3.4. 5-x 

F7b:FP^>X [cd] -f >H-*-6-*A#W3 
F • 7iAmL (+)-4-(^-n-^nbT;V7Sy)-l. 
3.4, 5-fh7tHD^>X [c d] <>F-;V-6- 
Fo (+)-4-(yX^7^ /)- 1 . 3 , 4, 
5-xF^b Fp^>X [cd] -f >F-;W6-*JV# 
F -MNL (±)-4-(l^75/)-l, 3. 4, 
5-fh7hHn^>X [cd] >F-;i^6-*;V* 
^aH, (-)-4-7^y-l,3,4,5-fH7tKD 5(7 
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i>X [cd] <>F-;W6-*;p#*tf5 F. (+)- 
4-WfA75y)-l . 3,4, 5-Th7bHD^>X 

[cd] -f >F-;l^6-*JWMr**aF. (+)-4-(n- 
•/Pfcf;V73/)-l. 3,4, 5-rh7tHn^>X [c 
d] -f>F-*-6-*;P***3F-*flS**KJlL 
(+)-4-(v-n-yPbT;l/7^y)-l, 3,4, 5-rh7 
tFn*>X [cd] >F-*-6-*JW«*»5F. 
(±)-4-WWlf»7S;)-l, 3. 4, 5-fN7t 
FP^>X [c d] -f >F-Jl^6-*****5 F • 3 
*{fc*9S&K&. (+)-4-(7U*7Sy)-l. 3, 4, 5- 
fh7fcHn^>X[cd] -f > F-A- 6 
3 F • TD>M. (±)-4-(vX^JP7^y)-l, 3, 
4, 5-fh7kHP^>X [cd] -Y>F-JU-6-*;V 
Fo (±)-N,N-^^f;W4-(y-n-Xne^ 
73/)-l, 3.4, 5-fh7tHD^>X [cd] > 
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<DM9imm\z*iTzmn*mvzitib\z. 1 laomus 
*K»*^a<t*2HwowiBTff-3fc. 

oh'$Z>Z.t : retching) t#$7f>f >^(PiRt : vomi 
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TftWLfc. K»^>«i^«ftS*, 0.0 2. 0.0 0 
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1 0 




4 


2.0±0.73 


4.8±1. 59 


KIMtet 


b 1 0 


0.08 


4 


3.25±1.65 


3.0±1.22 




& 1 0 


0.32 


4 


0 


0 


mmi 


1 3 




2 


1.5 


6 




b 1 3 


0. 3 2 


2 


0 


0 



•) ««Ufctt«fls^«»tt(-)-4-i?^nt:;i/75/- 

1,3,4, 5-rh7tHD^>X [c d] -f >I<-;V- 

[0 0 2 4] BlliS:SI5E-r-5&6{)JC^X> r 79 1 >©^t) 
DJCvhU^y-i^XDTOSffl^T. #B*54 6 
0~6 5 0 g(gliJj&SB#fi©8 5~9 0%)©20^© 
/fr'M I- -;&;W-ASa>e»fcS#J©l#£tt§*Lfc. K 

0g£l B 1 B¥»6IW»6¥ 



y#-X20g 5»^C^©#a£S!lSU 

®4it®*j-mou®ti:&®z&.Mh. emxxizmh 
40 tc. uwifc&®z&mo>%mt#\zm'3Mz®mhfii. 

■T'i.ro&M&miSiWZ lml/kg Oft^tT^Afc. 
1 5#&fc. «#S5. 6mg/kg©DTGSfg^ 

u »&^v+->^7xa38*^tcxnfc. i <%mmz 
m^m^ij^n^mtHhs sanFrtrfi-nu w&ki 
©fKs»aisnfc^«i©#«c^nTis^fc. com 

[3E3] 
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(7) 
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11 



12 







0. 0 1 


1 0 0 


0.02 


7 5 


0.04 


50 


0.0 8 


2 5 


0. 1 6 


0 



1,3,4, 5-f h7t Fa-OX [c d] -i>¥-)V- 
[00 2 5] gl, 2feJ;t;3©x-^(iSC(I)fe«kt; 10 

[0 0 2 6] gWaj|3E£ : • 'JA--7* 

75-^ • H-'J- • 9y ht3P««I^Ufca>^ • I 

*©x*r-D>4 0 0/zg£,grFi9:4U ttB&ro»4i$ 

KHSC^Ot^>^U3-J^©ypyX^D>2. 5 

7*77> (Foreman) 6**I. Neural . Trans. , 68, 153-170 * 



* (1987)lCKIt«^LT^S#teSffl^T, 6 E§&;fr6i& 

momvafo) i 2^ti 7^rorat-^sK»*ffofc. 

nwfriilil&SBli&U g«)©#t*a&(postejaculator 
y)v?>hO3 0»^-€-©iS«C»7Ufc. 3S«lS« 

[*4] 



%m\zmtt 



(tfg/kg,j£T) 










0 


+0.4±2.7 


+20. 5± 8.4 


+ 7.0± 6.2 


+23. 4± 9.1 


1.0 


-20.6±8.3< 


-7.2±10.3 


+7.4±14.6 


+11. 8± 9.4 


1 0 


-27.9±3.6< 


-20. 9± 7.8* 


+21.9±15.8 


+9.9± 9.0 


100 


-55.7±4.8< 


-34. 1± 6.5 e 


+36.4±11.4< 


+62.2±17.7 



1,3,4, 5-f h7k HD^>X [c d] -i >Y-)\r- 
[0 0 2 7] £4©x-*«£(I)T^£n£fc£®>£ 



CO 0 2 8] ±JE©j:3lc. 5$( I )fc«fctf ( I I)t?*S 
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(8) 

13 

sKtitHK. sc(i)-c^n^{b-&^("itt*«fct; 

?> A £ -5 ICS S^STfi^-r -5 d t 6 fc*. 

znc,o><ts%>\*f&a&&. bosk, s^sk. &t 

[0 0 2 9] ^^©^Sli^KW^aTWiiStt©^ 

*fc»iciC(i)4i<fctX(i D^snsftfiMffl^s 
t t> s * > 1/ s? 7 tf tr >& £ <o^mmm$> * t» » 5 - 

H T W& 9 &*IBgSB>HSl£fri;ffiaiJfc £f©taB#J£cfc 

[0 0 3 0] ±5troj;5IC. *58WO^STttE^iffl)S 
&88©^®tCfc9#.5iS#l;:itA-r-5. ffift#<#S«!Jt 

[0031] mwt£m#. m&m&£zPfcvmo>mz\z 



4$B!¥7-4 8 2 54 

14 

A, ISfS&ft-fcJkn-;*.. #'JH-;HfD'J H>. ±)V 
d-x. *. ->a^. ^JH^a-x. 

;k ?Jk*. 7f 7'J >S-7^->f 

£n*. cneroK^tt^^iciamsi. basi. aft 
xm&fcmwmznzzoizztiznmivizsmit 

[0 0 3 2] ^n^©iffl^«)tt#^it<j5~*t|5 0 0m 
g, £Da^lC^2 5~*53 0 0mg©gttj&tt££ 

^&fc£Sftfcs©stt&H£ i afcti-e-ne^©^ 
fzm.$nts%iWt\. weM£it\m#£t*>\ztt-rz. 
[0033] *&wmii&xmm-rzti:&m*m>ot<D¥ 

ffit&tommttcofemzmvx&K&Zmmmztt 

SJ tV^ffllgtel U&ftOmO. 5~S55 0 Orag/ 
k g-#2©&5-S«5ffl£:g5rr-5. fi£A©?&B£{t;:tt 1 
@S^*fctt»fiJf9:^-C*!l 0 Otng/k gO«B 

[0 0 3 4] t)T^ 

[0035] %mmi 

^JSKiSfS : (+)-4->>yDbf;P75y-l, 3,4, 
5-f f-7tFD^>X [cd] -f >H-Jk6-*;« 

h • mmmm 5 omg/*^ir;v ; t&mmz 

0 0mg/A^ ; XfTU^V^y^A 1 0m 
g/*^;k ±S©^»^^L. 4 6 0mg^I 
if ^-fe^ttJA-r*. 
[0 0 3 6] ^66gi|2 

(±)-N-^^;k-4--^^ahr;kT5y-i, 3,4, 5-7" 

h7tHn^>X [cd] -f >H-;i-6-*;i/^+-9-5 
H • «Kfi2 5 0mg/8fl ; ®igfite-fe;Vo-X4 0 
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15 

Omg/&3J ; ~ m 1 Omg/@^ ;Xr7U 
>&5mg/&SI. ±!BCDJ&#£E£U *n^n6 6 

[0 0 3 7] $mM3 

frmmzsmrz : w-4-yi^7^y-i,3,4, 

*-9^F0.2 5g ;X^y-JP2 9.7 5g ; ^D^^ 
>h22WDDy7J^O/^»7 0.0 0g, Stt 

[0 0 3 8] g£6S0U4 

6 Omg<7)filtt^^^rrst)CO^*O t J:^tC©ig'r 
5o (+)-4-^X3^75/M, 3, 4, S-xh^tF 
□ ^>X [cd] ^>K-;V-6-^;^^^ F60m 
g ;3S»4 5mg ;«Blttt^D-X3 5mg ; #U 
tf-;VtraU F>(1 0%<D#S*£<hbT)4mg ; 
if^i/^fy^y-Jy-tYWkA. 5mg ; Xf7U 
>87ny^A0. 5mg ; ^Mlrag(&IH 5 0 
mg) 0 Stt«». $»£<kt;-fc^n--X£4 5#*y 

^(u. sj©*sw;:au 3te^ic^t"^o #*>n 
n*i4#^y->3.(u.s.)©^<5v»»car. 

fcLTf»fcl!fiS5 0-6 OtTJEUU, 18S^ ty-> 

(u. s J^^^fcMUT*5V^c*;^+v^^;i/x> 
^n^m 5 omg<z>&ai£#s. 

[0 0 3 9] ^%W5 

•?*nen#8 omgoisifts^-raisttoKikicigb 

4-vX3MP7*/-l. 3, 4, 5-fh7tHn^>X 
[cd] >f>F-n^6-**«**5H-JSR»*8 0 
mg ;»S5 9rag ; m58Mfc)ba-Z 5 9 mg ;X 



(9) »B¥7-4 8 2 54 

iff 

f7'J >S7n^A2mg(^2 0 Omg). «£ 

2 0 0mg^9«-K7f>*^t;H:»At5. 
[0040] fgjgW6 

■en-en** 2 2 5mg0«tt«#**WTSttW«fB* 

v7U;V75/-l, 3, 4, 5-fh7tFn<>X [c 
d] -f >K-J^6-*JW#**5 F2 2 5mg ; ffllaffi 
10 MM"J-fcU H2 0 0 0mgl:ft5i. «tti£#£6 0 
Wy*/a(U.S.)OA*^fciU ^»«B*/MHO 

*. *fc*o«^«**B2g*«oaaBfflfcffi#. » 

[0 04 1] g^SSW7 

5 m 1 CD&^SIC^€ 5 0 m g ©*»£-&*rr 3«tt© 
RFJhfcabfcM»**©.t3fcW6-r*. (-)-N.N 

-^x5 1 ;ir4-^Dt:;i/75y-i, 3,4, 

Fn^>X [cd] <>H-ilr6-*M^S F5 0 
a? mg ; *^**->^f ;kt;PD-xt h U »> A 5 0 m 
g ; irnyfl. 2 5ml ;&&mm®WL0. 10ml; 
3f#*«S ; ©6fi®S ; a«*5m 1 fcfcSfi. 
£4 5#^y^a(U.S.)OA«^IC9U 

ftS»S*o-»T««l, tfmhteifibtnTLZ. X\z 
[0042] mtms 
30 «jc®urc^yir;i/Si^*Ocfc^jciaiS-r^o (->-4- 

'^DKWSAl, 3,4, 5-fh7tHD^>X 
[cd] -f >H-jlr6-*;w«*« H • MMK1 5 
Omg ;8W§H 6 4mg ; flMSfttt-fe^D— X 1 6 4m 
g ; Xf7U>KTn>">A2 2mg(£ff5 0 0m 
g), SttJfcJK -fe^D-X, r>^cttfXf7 , J 
>l*vy*5/»>A*E£U 4 5#^y«>a(U.S.)© 
W^KiU 5 0 0mz^9ti£y^>i3^)V\zm 



<72)*!H# >>x-f • x-T If y F • U->y- 

7* ij *-&^H46260-f >f^f 7:MH*f > 
T-<7tJSUX, ^P-h>-W>8127 
S 
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